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AB The invention relates to a preparation of spiro ( azabicyclooctane-f uroaryl ) of 
formula I (Ar is a heteroaryl) , useful as ligands for nicotinic 
acetylcholine receptors. For instance, 

spiro (azabicyclooctane-furopyridine) derivative II was prepared via coupling 
trimethylstannylspiro (azabicyclooctane-furopyridine) derivative III with 
f uro [3 , 2-b] pyridine-3-trif late . The invention compds . showed binding 
affinities (Ki) of less than 1000 nM. 
IT 851620-36-5P 851620-38-7P 851620-40-1P 
851620-41-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of spiro ( azabicyclooctane-f uropyridine ) derivs. useful as 
ligands for nicotinic acetylcholine receptors) 
RN 851620-36-5 CAPLUS 

CN Spiro [1-azabicyclo [2 .2 .2] octane-3, 2 ' (3 'H) -f uro [ 2 , 3-b] pyridine] , 
5'-furo[3,2-b]pyridin-3-yl-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 851620-38-7 CAPLUS 

CN Spiro [1-azabicyclo [2 . 2 . 2 ] octane-3 , 2 ' (3 'H) -f uro [ 2 , 3-b] pyridine] , 
5'-furo[3,2-c]pyridin-3-yl-, (2'R)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 851620-40-1 CAPLUS 

CN Spiro [1-azabicyclo [2.2 . 2] octane-3, 2 ' (3 'H) -furo [2, 3-b] pyridine] , 
5'-furo[2,3-b]pyridin-3-yl-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 851620-41-2 CAPLUS 

CN Spiro [1-azabicyclo [2.2.2] octane-3, 2 ' (3 'H) -furo [2, 3-b] pyridine] , 
5'-furo[2,3-c]pyridin-3-yl-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of 

(2 'R) -5 ' -thienylspiro [1-azabicyclo [2.2 . 2] octane- 

3, 2 ' (3 'H) -furo [2, 3-b] pyridine] derivatives as agonists 

of a7 nicotinic receptor 

Chang, Hui-Fang; Li, Yan; Phillips, Eifion 

Astrazeneca AB, Swed. 
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AB The title compds . (I) [Ar is selected from a 2-, or 3-linked thiophene, 
benzo [b] thiophene or benzo [c] thiophene substituted with 0, 1, 2 or 3 
substituents independently selected at each occurrence from Cl-4 alkyl, 
Cl-4 alkoxy, Cl-4 halogenated alkyl, Cl-4 oxygenated alkyl, C2-4 alkenyl, 
C2-4 alkynyl, halogen, C02R1, COR1, cyano, N02, (CH2 ) nNRlR2 ; n is 0, 1, or 
2; Rl and R2 are independently selected at each occurrence from hydrogen 
or Cl-4 alkyl; R is a substituent selected from hydrogen, Cl-4 alkyl, Cl-4 
halogenated alkyl, Cl-4 oxygenated alkyl, or halogen] or pharmaceutically 
acceptable salts thereof are prepared as agonists of a7 nicotinic 
receptor (no data). These compds. I are useful in the treatment or 
prophylaxis of human diseases or conditions in which activation of 
a7 nicotinic receptor identify beneficial, i.e. (1) psychotic 
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disorders or intellectual impairment disorders and (2) Alzheimer's 
disease, learning deficit, cognition deficit, attention deficit, memory 
loss, Attention Deficit Hyperactivity Disorder, anxiety, schizophrenia, or 
mania or manic depression Parkinson's disease, Huntington's disease, 
Tourette's syndrome, neurodegenerative disorders in which there is loss of 
cholinergic synapse, jetlag, cessation of smoking, nicotine addiction 
including that resulting from exposure to products containing nicotine, 
craving, pain, and for ulcerative colitis. They are also used in a screen 
for the discovery of novel medicinal compds . which bind to and modulate 
the activity, via agonism, partial agonism, or antagonism, of the a7 
nicotinic acetylcholine receptor. 
IT 616875-56-0P 616875-57-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of thienylspiro [ 1-azabicyclo [2.2.2] octane-furo [2, 3-b] pyrid ' 
derivs. as agonists of a7 nicotinic receptor for treatment or 
prophylaxis of psychotic disorders or intellectual impairment 
disorders) 
RN 616875-56-0 CAPLUS 

CN Spiro [1-azabicyclo [ 2 . 2 . 2 ] octane-3 , 2 ' (3 'H) -furo [2, 3-b] pyridine] , 
5'-benzo[b]thien-2-yl-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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616875-57-1 CAPLUS 

Spiro [1-azabicyclo [ 2 . 2 . 2 ] octane-3 , 2 ' (3 'H) -furo [2, 3-b] pyridine] , 
5'-benzo[b]thien-3-yl-, (2'R)- (CA INDEX NAME) 



Absolute stereochemistry. 
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AB The title compds . (I) [Ar is selected from a 2-, or 3-linked furyl, 

benzofuryl or isobenzof uryl ; substituted with 1, 2 or 3 substituents, or, 
when a benzofuryl or isobenzof uryl with 0, 1, 2, or 3 substituents, 
independently selected at each occurrence from Cl-4 alkyl, Cl-4 alkoxy, 
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Cl-4 halogenated alkyl, Cl-4 oxygenated alkyl, C2-4 alkenyl, C2-4 alkynyl, 
halogen, C02R1, COR1, cyano, N02, (CH2 ) nNRlR2 ; n = 0-2; Rl and R2 are 
independently selected at each occurrence from hydrogen or Cl-4 alkyl; R 
is a substituent selected from hydrogen, Cl-4 alkyl, Cl-4 halogenated 
alkyl, Cl-4 oxygenated alkyl, or halogen] or pharmaceutically acceptable 
salts thereof are prepared as agonists of a7 nicotinic receptor (no 
data). These compds . I are useful in the treatment or prophylaxis of 
human diseases or conditions in which activation of a7 nicotinic 
receptor identify beneficial, i.e. (1) psychotic disorders or intellectual 
impairment disorders and (2) Alzheimer's disease, learning deficit, 
cognition deficit, attention deficit, memory loss, Attention Deficit 
Hyperactivity Disorder, anxiety, schizophrenia, or mania or manic 
depression Parkinson's disease, Huntington's disease, Tourette's syndrome, 
neurodegenerative disorders in which there is loss of cholinergic synapse, 
jetlag, cessation of smoking, nicotine addiction including that resulting 
from exposure to products containing nicotine, craving, pain, and for 
ulcerative colitis. They are also used in a screen for the discovery of 
novel medicinal compds. which bind to and modulate the activity, via 
agonism, partial agonism, or antagonism, of the a7 nicotinic 
acetylcholine receptor. 
IT 616874-03-4P 616874-16-9P 616874-18-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of furylspiro [ 1-azabicyclo [2.2.2] octane-f uro [2, 3-b] pyridine] 
derivs. as agonists of a 7 nicotinic receptor for treatment or 
prophylaxis of psychotic disorders or intellectual impairment 
disorders ) 
RN 616874-03-4 CAPLUS 

CN Spiro [1-azabicyclo [2 . 2.2] octane-3, 2 ' (3 'H) -furo [2, 3-b] pyridine] , 
5'-(2-benzofuranyl)-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 616874-16-9 CAPLUS 

CN Spiro [1-azabicyclo [2 . 2 . 2 ] octane-3 , 2 ' (3 'H) -furo [ 2 , 3-b] pyridine] , 
5'-(3-benzofuranyl)-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 616874-18-1 CAPLUS 

CN Spiro [1-azabicyclo [2.2 . 2 ] octane-3 , 2 ' (3 'H) -furo [ 2 , 3-b] pyridine] , 
5'-(2-fluoro-3-benzofuranyl)-, (2'R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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